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LETTERS TO THE EDITOR
Correlation between
hyperhomocysteinemia
and interleukin-18 serum
levels in maintenance
hemodialyzed patients
To the Editor: Although experimental reports suggest
a close relation between hyperhomocysteinemia, inflam-
Fig. 1. Correlation between homocysteine and interleukin-18 serum
mation, and endothelial dysfunction [1, 2], few data are levels in 42 hemodialized patients (r  0.69, P  0.0001).
available on the association between hyperhomocystein-
emia and cytokine serum levels in the course of human
atherosclerotic disease. Interestingly, homocysteine, as pg/mL) when compared to healthy individuals, 5.3  4.6
well as interleukin-18, appears to initiate a cascade of pg/mL (range, 2 to 14, P 0.0001). A positive correlation
inflammatory pathways, including the activation of the was found between total homocysteine and interleukin-
nuclear factor-kappa B (NF-B), a transcription factor 18 serum levels (r  0.69, P  0.0001) (Fig. 1). To our
with anti-apoptotic function on activated T cells [3]. We knowledge this is the first in vivo finding of a close rela-
have analyzed the relationship between interleukin-18 tionship between homocysteine and interleukin-18, add-
and homocysteine serum levels of 42 long-term hemodia- ing further evidence to the hypothesis that homocysteine
lyzed patients. Male-to-female ratio was 1:2, age (M  is a proinflammatory factor probably involved in the cell-
SD) was 63 14 years of age (range, 31 to 88 years) and mediated immune response.
dialytic length of time was 66  53 months (range, 12
to 238 months). All patients received dialysis three times Vincenzo Sepe, Carmelo Libetta,
Giuseppe Villa, Manuela Zucchi,a week and Kt/v was always greater than 1.2. Patients’
Elena Gori, Patrizia Pisacco,samples were collected at the end of the long interval
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period and sera from six healthy controls were also ana- Pavia, Italy
lyzed. Acutely ill patients at the time of sampling were
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plements. Total homocysteine was tested by high-perfor-
mance liquid chromatography (HPLC) with fluorometric REFERENCES
detection and interleukin-18 was analyzed using a com-
1. Hajjar KA: Homocysteine: A sulph’rous fire. J Clin Invest 107:663–mercial enzyme-linked immunosorbent assay (ELISA) 664, 2001
kit. All patients showed elevated levels of total homocys- 2. Takamitsu Y, Nakanishi T: Association of endothelial dysfunction
with sulfur amino acid metabolism in chronic renal failure. Am Jteine, 63  43 mol/L (range, 21 to 206 mol/L). Serum
Kidney Dis 38 (4 Suppl 1):S95–S99, 2001levels of interleukin-18 were significantly higher in hemo- 3. Karin M: Lin Anning: NF-B at the crossroads of life and death.
Nat Immunol 3:221–227, 2002dialyzed patients, 85  44 pg/mL (range, 13 to 237
 2002 by the International Society of Nephrology
1900
